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NOVELTY - Cachexia treatment comprising an osteoclastogenesis 
inhibitory factor with an amino acid (aa) sequence comprising aa's 1-380 
of a 4 01 aa sequence given in the specification (I), or optionally its 
variant, is new. 

ACTIVITY - Immunomodulator . 

MECHANISM OF ACTION - Osteoclastogenesis inhibitor. 

USE - The compounds are useful for preventing or treating cachexia 
due to, e.g. malignant tumor, tuberculosis, diabetes, blood diseases, 
endocrine disorders, infections, AIDS, weight loss, anemia, edema and 
anorexia . 

ADVANTAGE - Preventives or remedies comprising aa 1-380 of (I) have 
no myelotoxic side effects, do not drain physical strength, and need no 
nutritional supplement which can enhance e.g. malignant tumor growth. 
Furthermore they are suitable for long-term therapy. 
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Preventives or remedies for cachexia which contain as the active ingredient osteoclastogenesis inhibitory factor (OOF) or its variant. 
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XftWits ttttlnfiJBl4flI*iB*(08teocla8togene8i« Inhibitory Factor^T, 

t'^ij£^ti-?)^#tt^^.i«-Cfc5 (J. Parenteral and Enteral 
Nutrition, vol.12, 286-298. (1988): American Journal of Medicine, vol.85, 
289-291. <1988)#fi8)» 

ft ic mmm <r> %m & mm ft * bse l u. & vn -c, fit si jg#J & is # t m 

ftlfoO, ifli'?iPli®«*r<Z>ek»tt»*fe*l'*^ <J- Clinical Oncology, vol.12. 
213-225. (1994)M)„ 

^S^ir755-C^^<^t',®'ttM5i^?B«*-5P«^.^^^-^ t ^ 5(J - Clinical 
Oncology, vol.12, 213-225, (1994)#fi8)„ 

6»a***ofc (J. Clinical Oncology, vol.12, 213-225. (1994)#$Oo 

OG1F rifia?tJS^ 1 ©7 S y 6§S^- l 7!>M 380 irlE®£*t57 5: / &£ 
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t ft m & % & <0 7- 1* X tt ft? A % k t T * ft -C 5 i k t* *P ft X V> 5 
(W096/26217 UjJ»U*a*5>, ttg 6 KtfJBttK ^^K. 

ftijj <o|)H* 

( 1 ) fi!3aj&<oE?lJ#-£ 1 <OT % J §£S^- 1 380 d^&ftST $ y EMETll 
fc^tf w i*»6rtft*#*BJS»l*«ilWB-T- (OCIF) Xi4*<ogg#£*r®J&# 

( 2 f ) EJUSKOByU** 1 OT 5 y 1 380 !C^$tu5T 5 y &I2?IJ 

fc«trCi7»»6l*6*#»«l»ia»«B^ (OCIF) i 1" 5 fi&ff <0 

*»WIJ:J3V^-C, r^Hflsj 1 14,' OCIF Ott57 5V»E5l©H-oX 

unftior ^ waixiitfASihfcaailT ocif stt (5ft 

# m m m f& mi mm £#-t5gaii*v^ a 

OCIF BftffBfrtt. W096/26217 *fcE*S ftfc^Sste * 9 5 £ £ # 

') Ul#M& (polymorphism) £ t % x. fetl (#J;tl4\ Nishi, T. et al. (1985) 
J. Biochem. 2Z. 153-159- *#JBK - <7>£MVL% \Z X o X > lfX»W75 

E*U#* 1 10 7" 5 1 7iS 380 II^ftST 5 / IIG^&AS OCIF 

Si-ifTtor i^J«D*io-oxi4ft&<o£M4K::fc^-c\ -o^t< \zm%t<o 
r5y***i»B*, wanxiiffiA^iirv^sgawct ocif gttfc 
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•) 4iatt=- Ki"5 DNA 14, ±E© OCIF gtt«r*t« Sfif^ 
fflf«lC*'JV»T, «itf*^77'f h ' M^^T^ft (Nature, 210, 105-111, 
(1984)*KD ft i: wHfiSKlsev^ ttilWib^fiRJw J: 9 KJti - 5 - h &. 

1" ■■l:«0=« K^ffiffl**t%ltU-ClltftCfl!V^*i£"C* * (NucleicAcid Res. 
2. 143-174. (1981)#!!B), $ <b ft <b * * KBW0> = K>©-»**«» 

ijri2j«wav», »rr at© = k-ts'&j** * M>b4s^5^^-fc*i 

ffl L-7t, #lH&^$fti£&^A?£ (site specific mutagenesis/ Proc. Natl. Acad. Sci. 
USA Si. .5662-5666, (1984)#H8) ft 9 tT 9 i t "C * *. #:t^ 

y**UT— tf Bal31 ^SrfflV^-C DNA «r*«Ba» & fl'J S #fe (r^£{fc«lfc 

Mi • ae-7-w5Sfe iu 335-354 h#$), itynis <r*r£fc^£*» 

2 • ffMtll! IB**. DNASffij 242-251 H#JS) tffctt * £ **-0# *. 
OCIF JStt«0«*H: W096/26217 $ ftfc^feK <fc 5 t? 0 i fc * J "C * 

ftbtdpHl'^.ftftVv. 
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1 U 10 K</5 Balb/c v** («ttt, 7l») <0STl:, 2 mm ftW 

Mltf Colon26 JPHSSr^tt Ufc. 
WO 96/26217 *E*«0#ifefc J: 0»»Lfc OCIF (EMt*l ©7 5;it* 

1 n#. 380 ^5Jl5Ifi») 3mg/kg, 1 0 mg/kg f*m&> 1 0 2E»B*lB 

Ktfttt 7 1.1 ft t 9 iyt 0 Ufc* OCIF (3, 0.01%Tween80 PBS 

(Phosphate Buffered Saline : lOmM *) M!)^> 0.15Migfl;^ h V 

(pH7.0)) K*»Lfc k<£>£«iffl Lfc. 

» 

(A) = tf 1 2 0 @ <Z>#fi (g) -%W<fc 7 0S tf>#S, 

t L-C 

octp < a aK 
OdF^a-'i-tajSv 9^«D(*fi^{k= (a b ) *, 

OClF#-ft£jT:*-*'**0>*Mfc ,= (A c ) *^ 
ft-lSMM (%) =■■ ( A a " A B ) / (A C -A B ) X 1 00 
*OClF ftjftfT 0*fcliJbE 0.01%Tween80£*r PBS Lfc. 
OCIF & 3mg/kg£-5- tfcftftv 31%<B#Mia«* v 10 mg/kg ^4 tfc 

Sttftl2. OClF«>JSAStt 

1 C««>*ttKtSV^ % 1 I* 10 Balb/c "7 * * («ttt, 7 *m £>& 

71;, 2 mm ? *#Sfl&$5 Colon26 *BJS$:&tt Lfc. 

XKttl 1 J: ffl ft Ufc OCIF (EHt9D 30mg/kg <*S£> 1 B 

2 0,IHl*»«3»tt7 HttJ: 9ilBttKrt»*Lfc. 
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ig^m (%) ■ ( A / 13 1 ) X 10 0 

A : OCIF & ^-ttlSfi^ * W£# 0 ^tfJ^&fit 
B : OCI F ^ f * Wftff B & * *H * 

♦ OCIF JhJft^v fi-t^2 0.01%Tween80£W PBS Lfc. 

I 

*'&w<n> oca? xnz <»&&\*z%®&ft t-t zwrn^Pin. xttffe*»J»» 

7^^H-Cflfll:tt^, Sfcfc*»*»W (OCIF Xtt-t©«S»©»tt 
fe*tt«*1-a«o*s«*UV^) &.7>^Wi5£#LT*3#. ID flSKgj Settle 
i?F M L S iS « ( w # K I "C t> . J: v * o 

B*.h«>fiJffl«0*ni6tt 
**WW»»Wc0Tfcffl3mto*»H:, OCIF Xtt^wSEafrfctf&rt^"*" 

li, )$Ai:*tLt > -0*1 O.lmgfci^L lOOOmg-Cfc 1 ?, ^ftt>£ 1 0, * 

fctt»Enc»ttxa*-rs - ii*-c*«. *fc, #apj8m 1 0 o.img* 

lOOOmgfcATttlt, <&l*l 4 fc «t o T »4t 6 i 1 1< X 
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1 . «*J*t0E*J#-* 1 <»7 5 1 755 380 $ ft 5 T $ J iftEfllfc 

2. fi!0JJtt«BS!0J#& 1 wr 5 1 AS 380 fc* £ ft 5 7" 5 / BE99* 
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<110> Sankyo Company Limited 

Snow Brand Milk Products Co.. Ltd. 

<120> Agent for treating or preventing Cachexia 

<130> FP-9917 

<140> 
<141> 

<150> JP HE 1 10-287738 
<151> 1998-10-09 

<160> 1 

<170> Patent In Ver. 2.0 

<210> 1 

<21 1> 401 

<212> PRT 

<213> Homo sapiens 

<220> ' 

<221> mat peptide 
<222> p).. (380) 

Met°Asn Asn Leu Leu Cys Cys Ala Leu Val Phe Leu Asp lie Ser lie 
-20 -15 -10 

Lys Tr,p Thr Thr Gin Glu Thr Phe Pro Pro Lys Tyr Leu His Tyr Asp 
-5 -11 5 10 

Glu Glu Thr Ser His Gin Leu Leu Cys Asp Lys Cys Pro Pro Gly Thr 
15 20 25 

Tyr Leu Lys Gin His Cys Thr Ala Lys Trp Lys Thr Val Cys Ala Pro 
30 35 40 

Cys Pro Asp His Tyr Tyr Thr Asp Ser Trp His Thr Ser Asp Glu Cys 
45 50 55 

Leu Tyr Cys Ser Pro Val Cys Lys Glu Leu Gin Tyr Val Lys Gin Glu 
60 65 70 75 

Cys Asn Arg Thr His Asn Arg Val Cys Glu Cys Lys Glu Gly Arg Tyr 
80 85 90 

Leu Glu lie Glu Phe Cys Leu Lys His Arg Ser Cys Pro Pro Gly Phe 
95 100 105 

Glv Val Val Gin Ala Gly Thr Pro Glu Arg Asn Thr Val Cys Lys Arg 
110 115 120 

Cys Pro Asp Gly Phe Phe Ser Asn Glu Thr Ser Ser Lys Ala Pro Cys 
125 130 135 

Arg Lys His Thr Asn Cys Ser Val Phe Gly Leu Leu Leu Thr Gin Lys 
140 145 150 155 

Gly Asn Ala Thr -His Asp Asn lie Cys Ser Gly Asn Ser Glu Ser Thr 
160 165 170 

Gin Lys Cys Gly lie Asp Val Thr Leu Cys Glu Glu Ala Phe Phe Arg 
175 180 185 

Phe Ala Val Pro Thr Lys Phe Thr Pro Asn Trp Leu Ser Val Leu Val 
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190 



195 



200 



Asp Asn Leu Pro Gly Thr Lys Val Asn Ala Glu Ser Val Glu Arg lie 
205 210 215 

Lvs Arg Gin His Ser Ser Gin Glu Gin Thr Phe Gin Leu Leu Lys Leu 
220 225 230 235* 

Trp Lys His Gin Asn Lys Asp Gin Asp lie Val Lys Lys lie He Gin 
240 245 250 

Asp lie Asp Leu Cys Glu Asn Ser Val Gin Arg His He Gly His Ala 
255 260 265 

Asn Leu Thr Phe Glu Gin Leu Arg Ser Leu Met Glu Ser Leu Pro Gly 
270 275 280 

Lys Lys Val Gly Ala Glu Asp lie Glu Lys Thr He Lys Ala Cys Lys 
285 290 295 

Pro Ser Asp Gin He Leu Lys Leu Leu Ser Leu Trp Arg lie Lys Asn 
300 305 310 315 

Gly Asp Gin Asp Thr Leu Lys Gly Leu Met His Ala Leu Lys His Ser 

325 *wn 



320 



330 



Lvs Thr 1 Tyr His Phe Pro Lys Thr Val Thr Gin Ser Leu Lys Lys Thr 
1 335 340 345 

U 

lie Arg Phe Leu His Ser Phe Thr Met Tyr Lys Leu Tyr Gin Lys Leu 
350 355 360 

Phe Leu Glu Met lie Gly Asn Gin Val Gin Ser Val Lys lie Ser Cys 
365 370 375 



Leu 
380 
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